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Epidermal basal cell damage in lichenoid tissue reactions 
(LTR) is considered to be the result of immunologic injury. 
In this study, we propose that LTR may be caused by local 
activation of la-reactive T cells. We have established allo-
lak-reactive helper T-cell clones and examined their be-
havior after adoptive transfer. We show that local transfer 
of 3 allo-Iak-reactive helper T-cell clones with different 
cross-reactivities and functions in vitro can cause delayed 
type hypersensitivity (DTH) reactions in vivo with antigen 
specificities identical to those demonstrated in vitro. 
Clone SK. l, when injected into appropriate recipients, 
caused massive dermal infiltrates of neutrophils and mono-
nuclear cells. The latter were attracted to the epidermis and 
induced LTR-like basal cell degeneration which peaked at 
T he lichenoid tissue reaction (L TR) is characterized by epidermal basal damage that is associated with a mas-sive infiltration of mononuclear cells into the juxta-epidermal region of the dermis [1). The vacuolization of basal cells is considered to be the result of im-
munologic injury [2). Studies with monoclonal antibodies have 
demonstrated that infiltrating lymphocytes in lichen planus (LP) 
are composed mainly of T lymphocytes, most of which are of 
the helper phenotype [3), but others were suggestive of a lym-
phocytotoxic process in LP that was mediated by suppres-
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72 h. Appropriate reCIpIents were those strains of mice 
whose spleen cells were able to stimulate SK.l cells to 
proliferate in vitro. 
Two other clones, SK.2.18 and SK.2.16, evoked signif-
icant DTH responses in their appropriate recipients, but 
the massive cellular infiltrates induced by either clone never 
invaded the epidermis or produced an LTR. 
The degeneration of epidermal cells caused by SK.l cells 
did not correlate with the tested functions of this clone in 
vitro. The finding that only 1 of the 3 allo-Ia-reactive helper 
T-cell clones induced epidermotropic cellular infiltrates in-
dicates that the infiltrative pattern of leukocytes in skin 
may depend on the particular T-cell clone that is activated. 
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sor/cytotoxic T cells [4). Furthermore, mycosis fungoides , a cu-
taneous T-cell lymphoma of helper phenotype, is characterized 
by a remarkable affinity of atypical lymphOId cells for the epI-
dermis (epidermotropism) (5), and epidermal Langerhans cells 
(LC) have been suggested as possible targets (6). Based 011 the 
observation that epidermal LC are increased. in number very early 
in LP [7), it is reasonable to suggest that, m L TR, aCtlvatlOn of 
helper T cells specific for class II, major histoco.mpatlbihty com-
plex (MHC) antigen may be responsible for ep~dermotroplc cel-
lular infiltrates leading to damage and destructlon of basal cells . 
Such a hypothesis is supported by the findmg that ~P-hke erup-
tions can be observed in graft- versus-host (GvH) dIsease [8), m 
which donor-derived lymphocytes destroy the host's tissues. 
We recently established 3 allo-Ia antigen-reactIve murme T-cell 
lines by repetitive stimulation of A . TH mouse spleen cells (laS) 
with mitomycin-C (MMC)-treated A. TL.mouse spleen cells (lak) . 
We have retrieved clones from these cell hnes by usmg a soft agar 
and/or limiting dilution technique. To determine whether these 
allo-la-reactive T-cell clones were able to mduce L TR-hke basal 
epidermal degeneration we examined the ?ehavior of these clones 
after local adoptive transfer into allogeneIc hosts. 
MATERIALS AND METHODS 
Animals and Culture Media Adult female mice (8-16 weeks 
old), used throughout these experiments, were bred in our lab-
oratories, with the exception ofC3H.SW, B10.A(3R), BlO.A(4R) , 
BIO.A(18R) , and BIO.S(9R) mice, which were kindly given by 
Dr. T. Nagatani, Yokohama City University School of Medicine. 
The cell culture media used throughout the experiments con-
sisted of RPM I 1640 (Grand Island Biological Co. , Grand Island, 
New York; GIBCO), supplemented with 10% heat-inactivated 
fetal bovine serum (FBS; Flow Laboratories, Stanmore, N. S. W., 
Australia), 5 X 10 - 5 M 2-mercaptoethanol, 10 111M HEPES 
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Table I. General C haracteristics of the Allo-la-Reactive T -Cell Clones Used in this Study 
Lymphokine 
T-Cell Clone Murine Strain Lymphoid Dependency on Antigen Produced on 
Designation of Origin Source Phenotype lL2 for Growth Specificity Antigenic Stimulus Function In Vitro 
SK.1 } 
SK.2.16 A.TH Spleen Thy 1+, Lyt 1+2 - , self Ia-
SK.2.18 
(GIBCO), 2 mM L-glutamine, nonessential am ino acids (GIBCO), 
sodium pyruvate (GIBCO), 100 Ulml penicillin, and 100 p,g/ml 
streptomycin. 
Allo-Iak-Reactive Cloned T-Cell Lines Allo-Iak-reactive 
T -cell lines had been established from mixed lymphocyte cu ltures 
of an l-congenic combination, A. TH (laS) anti-A . TL (lak) [9]. 
The cell lines were maintained for 1-9 months in successive cul-
tures by repetitive stimulation with the appropriate allo-Ia anti-
gen, lak, and then were cloned by the limiting dilution technique, 
with seeding at a concentration of 0.3 cell slwell , or by a soft aga r 
technique as previously described [9]. Out of many clones thus 
established, 3 clones designated SK.1, SK. 2.16, and SK.2.18 were 
chosen as representatives of lak-reactive T cells with different 
cross-reactivities and different functions. SK.l cell s and SK2.16 
cells were passed weekly with MMC-treated C3H/He spleen cells 
(lak-haplotype) and medium supplemented with a small amount 
(2% v/v) of a supernatant from concanavalin A-activated rat spleen 
cells as a source of interleukin 2 (IL2) (c. f. [9]). SK2.18 cells were 
passed in the same manner but with omission of the IL2 supple-
ment. General characteristics of the T-cell clones used in this study 
are shown in Table L Details have been described elsewhere.:!: 
Allogeneic Stimulator Cells Splenic single-cell suspensions 
were prepared by teasing the spleens in Hanks' balanced salt so-
lution supplemented w ith 1 % FBS (HBSS-FBS) and passing the 
cells through a nylon mesh. The cells were then treated with 
0.83% NH4Cl-Tris buffer for 5 min, in order to lyse erythrocytes, 
and washed once with HBSS-FBS. Spleen cells thus obtained were 
treated with 40 p,g/ml of MMC (Kyowa H akko, Tokyo, Japan) 
at 37°C for 30 min and washed 3 times with HBSS-FBS. 
Assay for the Proliferative Response of T-Cell Clones to 
Allo-Stimulators SK1 cell s (1 x 105), SK2.16 cells (1 x 105), 
or SK2.18 cells (2 x 104) were stimulated with graded numbers 
ofMMC-treated allogeneic stimulator cells in 0.2 ml of the culture 
medium in each well of Falcon 96-well , flat-bottom microtiter 
plates (No. 3042) for 48-72 h at 37°C, 5% CO2 . Between 24-48 
h, individual wells were pulsed with 1 p,Ci/well of[3H]thymidine 
([3H]dThd; Radiochemical Center, Amersham, England, code 
TRK.120) for 24 h. The cells were harvested on a glass fiber filter 
by a Titertek Multiple Cell Harvester (Flow Laboratories, Ful-
lerton, Cali fornia) and their radioactivity was measured in a liquid 
scintillation counter (Beckman Instruments, Fullerton, Califor-
nia). Results were expressed as the mean cpm observed in trip-
licate cultures. The standard deviations of triplicate cultures did 
not exceed 10%. 
Assay for the DTH Response The cloned T cells were har-
vested 10-14 days after antigenic stimulation. Dead cells were 
removed on Isopaque-Ficoll gradients [10] and the remaining cells 
were washed with HBSS 3 times. Then the cells were injected 
subcutaneously, at different doses and in a volume of 25 p,l, into 
hind footpads of allogeneic naive mice. The resultant swelling of 
the footpads was measured with a dial thickness gauge at several 
:j:Narimatsu H, Saito K: Allo-Ia reactive murine T cell clones.!. Cross-
reaction to the unrelated alloantigen or self-Ia antigens, and their prop-
erties to produce soluble factors. Manuscript submitted for publication. 
+ lak , lab TRF Helper for antibody 
(> Iaf , la') response 
+ lak (> Ia') TRF Helper for antibody 
lak IL2 
response 
Helper for CTL 
induction 
time points after injection. Swelling was calculated as the differ-
ence between the footpad thickness before and after injection. 
Results were expressed as the arithmetic mean of measurements 
obtained from 3-5 mice. 
Assays for Lymphotoxin (L T) and Interferon (IFN) Test 
samples were serially diluted and assayed for their ability to inhibit 
the proliferation of mouse L929 fibroblasts, as previously de-
scribed [11] . Seventy-two hours later, the surviving fibroblasts 
were counted with a Model ZBI Coulter Counter (Coulter Elec-
tronies) and cytotoxicity was calculated as: 
% Cytotoxicity = 100 X 
( 
_ target cells treated with test samPles). 
1 target cells treated with mwium 
Lymphotoxin units were determined by probit analysis, where 1 
unit of L T activity results in 50% inhibition of growth of target 
cells. 
IFN-y activity was measured in terms of protection of mouse 
L929 fibroblasts against the cytopathic effects of vesicular sto-
matitis virus, as described [11]. Titers are expressed in interna-
tional reference units (U/ml) by comparison with the NIH stan-
dard, a mouse L cell lFN-a,j3(NIH G-002-904-511) provided by 
NIAID. 
RESULTS 
Specificity in the Proliferative Response of Allo-Ia-Reac-
tive Cloned T Cells to Allo-Antigens The specificity of the 
proliferative responses of the 3 T-cell clones to allo-Ia antigens 
was determined by comparing the incorporation of [3H]dThd 
after stimulation of the clones with MMC-treaied spleen cells 
from mice of different H-2 haplotypes, including BI0 con genic 
and recombinant strains . As shown in Table II , all 3 clones re-
sponded strongly to stimulator cell s derived from mice having 
the H_2k haplotype. SK1 cells showed marked cross-reactivity 
against H-2b and to a lesser extent against H_2f and H-2' stimulator 
cells. SK2.16 cells were found to respond not only to stimulator 
cells with I-A k_ and I-E/Ck-encoded antigens but also to cells 
with antigens encoded by I_A' and I-E/C' . In contrast, the allo-
reactivity of SK2.18 cells appeared to be directed exclusively to 
I-A k_ and I-E/Ck-encoded antigens. The cross-reactivity of SK.1 
cells and SK2.16 cells is not attributable to heterogeneity of the 
clone, because all subclones retrieved from SK1 cells or SK2.16 
cell s, respectively, showed the same cross-reactivity as the pa-
rental cells (data not shown). 
Delayed Type Hypersensitivity Responses Induced by Local 
Transfer of the T-Cell Clones into Allogeneic Recipients It 
has been reported that local transfer of allo-reactive or antigen-
specific T-cell lines together with relevant antigen can evoke a 
DTH response measurable by footpad swelling in naive recipient 
mice [12]. However, because our T-cell clones can respond to 
allo-Iak antigen, it is reasonable to expect that they would cause 
DTH solely in response to lak antigens expressed on resident 
macrophages and LC at the transfer site, i. e., without exogenous, 
concomitant injection of Ia-antigen-bearing cells. To determine 
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Table II. Specifici ty in the Proliferative Responses of 3 Allo-Iak-Reactive C loned T-Cell Lines, SK.1, SK. 2.16, and SK.2.1 8 
Murine Origin of Splenic H-2 [3H]dThd Incorporation' (cpm X 10-
2) 
Stimulator Cells K A E C S D MIs SK.I SK.2. I6 SK.2.18 
C3H/He k k k k k k c 293 47 496 
C3H.SW b b b b b b c 211 5 2 
A.TL k k k k d c 158 114 359 
A.TH s s s s d 5 NTb NT 
BI0 b b b b b b b 268 2 1 
BI0.BR k k k k k k b 293 33 957 
BI0.A k k k d d d b 118 12 1067 
BI0.A(3R) b b ' k d d d b 369 7 108 
BI0.A(4R) k k b b b b b 179 17 243 
BI0.A(5R) b b k d d d b 684 5 NT 
BIO.A(18R) b b b b b d b 393 4 1 
BI0.S s s s s b 5 21 1 
BI0.S(9R) k d d d b 1 11 NT 
BI0.HTT s s k k k d b 4 6 NT 
BI0.M f f f f f f b 68 7 1 
BI0.D2 d d d d d d b 7 4 7 
BI0.RIIl b 17 NT NT 
' [3HJdThd incorporation by SK. l cells and SK.2. 16 cells peaked at 24 h and that by SK.2.18 cells at 48 h. T herefore, the former were cultured for 48 h and the latter for 
72 h. During last 24 h all cultures were pulsed with 1 }.LCi [3HJdThd/well . Results arc expressed as the arithmetic mean of triplicate cultures. 
' Not tested. 
how many cells were required for evoking DTH responses in 
naive allogeneic recipients of the lak haplotype in the absence of 
exogenous Ia- antigen-bearing cells, graded numbers of SK.1 or 
SK2.18 cells were injected into footpads of B10.BR mice. As 
shown in Fig 1, near-maximal footpad swelling was obtained 
with 2 X 106 SK.1 cells or SK2.18 cells 24 h after transfer. Con-
sequently, 2 X 106 cellslinjection were llsed for all further ex-
periments . 
In order to determine w hether the cross-reactivi ties of the 
Number of 
Cloned T cells Recipient Transferred Cells FOOlpad,~crease(:~ · ' mm ±~:.) 
SK.1 
SK.2.18 
B10.BR 2.5 X 10 5 
5 X 10 5 
1 X 10 6 
2 X 1 0 6 
4 X 10 6 
B10.BR 2.5 x 10 5 
5 X 10 5 
1 X 10 6 
2 X 10 6 
4 X 106 
~ 
r---=:r 
Figure 1. Dose-dependent DTH responses to local inj ection of allo-[a-
reactive T-cell clones, without concomitant injection of antigen-present-
ing cells. Graded numbers of SK.l cells or SK.2.18 cells were injected 
into footp ads of B 1 O. BR mice. Footpad increase refers to the difference 
between footpad dimensions before and 14 (dotted bars), 24 (so lid bars), or 
48 h (open bars) after inj ection of the T cells. Data are expressed as the 
arithmetic mean of measurements obtained from 3-5 mice. 
T - cell clones demonstrated in the proliferative response in vitro 
can also be observed in the DTH responses, BI0.BR, BI0, and 
B10.D2 mice were chosen as recipients. As shown in Fig 2, all 
T -cell clones caused a strong DTH response in BI0.BR mice w ith 
a typical time course that peaked at 24 h after local transfer. 
Moreover, SK. 1 cells also ca used a strong DTH reaction in BI0 
mice, suggesting that the cross- reactivi ty demonstrated in the 
proliferative response in vitro was operative also in vivo. In con-
trast, footpad swelling due to SK.2.16 cells or SK.2.18 cells was 
restricted to B 1 O. BR mice. Strong DTH responses by all 3 T-
cell clones were also observed in semi-allogeneic recipients, i. e. , 
(A. TH X A. T L)FI mice (data not shown) . 
Histologic Examination of the Inflammatory Response 
Elicited by the T-Cell Clones The DTH response mediated 
by the 3 allo-Iak-reactive T-cell clones appeared to be quite similar 
wi th respect to time course and dose response but not cross-
reactivity. However, because their functions as defined in vitro 
were different , it was reasonable to expect differences among 
histologic manifestations induced by the 3 T-cell clones . 
SK. 1 cells, w hich show the sam e cross- reactivity in both the 
d 50 
vi 
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it _T T---l ~10 ~l 
SK.2.16 SK.2 .18 
0~1~4~24~~4~8~~7~2-L-714~2~4--~4t.8'-~7~2-L-114~24~~4t.8'--'7~2-
HOURS AFTER INJECTION OF CLONED T CELL LINES 
Figure 2, Antigen specificity and time course of DTH responses to local 
injection of 2 X 106 allo-[a-reactive cloned T cells into naive allogeneic 
hosts of 3 different haplotypes. Open circles, BI0.BR; closed circles, BIO; 
open triangles, BlO.D2. 
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Pigure 3. Histology of DTH reactions in Bl0.BR murine footpads 48 h 
after local injection of 2 X 106 fa-reactive cloned T cells. A, SK.l cell s. 
Massive cellular infiltrates of lymphocytes and neutrophils obscure the 
architecture of the dermis, and a lymphocytic infiltrate has invaded the 
epidermis . B, SK.2.18 cells. Massive cellular infiltrates are again prom-
inent in the dermis. However, no cells have invaded the epidermis which 
is demarcated from the dermal infiltrate by a narrow zone of collagen 
fibe rs. C, SK.2.16 cells. Although the infiltrative pattern in the dermis is 
similar to that shown in B, the cells are less densely packed and the 
demarcation from the epidermis is not so obvious. 
in vitro proliferative response assay as in the DTH response and 
which act as helper T cells in the antibody response by producing 
TRF, § were injected into footpads of naive BlO.BR mice. His-
tologic sections of tissue taken 24 h after injection revealed cellular 
infiltrates, consisting predominantly of lymphoid cells and neu-
trophils , and edema in the dermis, resulting in marked footpad 
swelling. At 48 h, a massive cellular infiltrate, in which the pro-
portion of neutrophils was less than at 24 h, had spread through-
out the dermis, and a part of the infiltrating mononuclear cells, 
predominantly lymphocytes, had migrated into the epidermis and 
had induced focal vacuolar degeneration in the basal cell layers 
(Fig 3A). Epidermotropic infiltrates leading to vacuol ar degen-
eration were seen only when SK.1 cells were injected into the 
appropriate recipients, i.e., BlO.BR, B10, BlO.M, and 
(A.TL x A.TH)FI' whose spleen cells were able to stimulate SK.1 
cells to proliferate in vitro. No cellular invasion or vacuolar de-
generation of basal cells was observed w hen the other 2 clones 
were injected into their appropriate recipients (Fig 3B, C). 
Sections taken at 72 h were similar to those at 48 h except for 
less dermal infiltration and a more prominent vacuolar degen-
eration of basal cells in the case of SK. l. As shown in Fig 4, 
lymphocytic invasion into the epidermis was associated with mi-
croscopic blisters and intraepidermal microabscesses . Shrunken 
keratinocytes and Civatte bodies were also observed in the basal 
layer (Fig 4C,D). By 7 days, the inflammatory reaction had sub-
sided entirely, even in B10.BR mice. 
The cellular infiltrates induced by SK2.18 cells never invaded 
the epidermis and were demarcated from the epidermis by a nar-
§Narimatsu H, Saito K: Allo-Ia reactive murine T ce ll clones. I. Cross-
reaction to the unrelated alloantigen or self-fa antigens, and their prop-
erties to produce soluble factors. Manuscript submitted for publication. 
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row zone of collagen fibers (Fig 3B) . SK.2.16 cells induced less 
prominent dermal infiltrates and the demarcation from the epi-
dermis was less obvious (Fig 3C). 
Lymphokine Production by Allo-Ia-Reactive T-Cell 
Clones lFN-y can induce the expression of class II MHC an-
tigens on normally class n- cells, such as melanocytes and 
keratinocytes [13,14]. Therefore, it was possible that la anti-
gens expressed on keratinocytes and melanocytes in response to 
IFN-y released from the injected T cells were responsible for the 
epidermotropic cellular infiltrates induced by clone SK.1. Fur-
thermore, LT production correlates positively with the DTH 
response [15] . Therefore, our T-cell clones were characterized 
with respect to their IFN-y and L T production in vitro. As pre-
sented in Table III, both SK.1 cells and SK.2.l8 cells were able 
to produce IFN-y and L T in response to Iak antigens, but not to 
lad antigens, suggesting that the ability of the T-cell clones to 
produce IFN-y and L T in vitro was not related to the induction 
of epidermotropic cellular infiltrates by clone SK.1 in vivo. 
DISCUSSION 
To test our hypothesis that helper T cells specific for class II MHC 
antigen may be responsible for the pathogenesis of L TR, we 
established 3 murine helper T-cell clones specific for allo-Iak an-
tigen expressed on LC and macro phages and examined whether 
such clones could induce L TR when transferred into appropriate 
recipients. All 3 allo-Iak-reactive T-cell clones induced DTH re-
sponses measurable by footpad swelling in allogeneic and semi-
allogeneic recipients having lak antigens. They did so in the ab-
sence of exogenous antigen. Only one of the clones produced an 
L TR. The question why SK.1 cells have this ab ility remains to 
be answered. It is unlikely that the epidermotropic cellular infil-
trates induced by SK.1 cells were due to a preferential response 
of this clone to la-bearing epidermal cells, because tests in vitro 
showed that SK.2.16 cells had a comparable proliferative response 
(data not shown). It is also unJikely that the epidermotropic cel-
lular inflltrates induced by SK.1 cells correlate with the known 
helper function or Iymphokine production of these lymphocytes 
in vitro, because SK.I cells share their helper ability with SK.2.16 
cells and their ability to produce IFN-y and LT with SK.2.18 
cells. 
Studies so far reported on DTH responses caused by antigen-
reactive or allo-reactive T-cell lines were performed mainly by 
means of local adoptive transfer of T cells together with appro-
priate antigens into recipients that were syngenei.c to the T-cell 
lines [12,16,17]. Injection of a large amount of antigen in addition 
to the T cells permits a highly sensitive detection of weak DTH 
responses to T cells [18] and makes antigen dose-response studies 
possible, but would be unsuitable in histologic evaluations of 
responses induced by T cells per se because of a possible reaction 
of the recipient to the injected antigen. Weiss and Dennert [1 2] 
suggested that DTH responses mediated by allo-Ia-reactive T-
cell Ijnes did not require antigen processing, because these T cells 
were able to evoke a strong DTH response in allogeneic as well 
as syngeneic recipients without the concomitant injection of an-
tigen-presenting cells syngeneic to the T-cell lines . In such a DTH 
response, endogen~lL1 s la-bearing cells in the dermis would play 
an antlgen-presentmg role, instead of injected exogenous allo-
geneic spleen cells. Therefore, the experimental system we have 
used is less complex and more favorable for the purpose of his-
tologic evaluation than systems that depend on an exogenous, 
conventional antigen, SLlch as xenogeneic erythrocytes [16J. 
Because SK.1 cells were able to induce the histologic changes 
only in those allogeneic recipients whose spleen cells were able 
to stimulate this T-cell clone to proliferate in vitro, it is likely 
that the events resulting in degeneration of epidermal cells were 
due to the recognition of la-antigen-bearing cells residing at the 
injection site. From these observations it is reasonable to suggest 
that an excessive activation of la-reactive helper T cells may be 
responsible for the pathogenesis of L TR. It is unlikely that the 
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Figure 4. Histologic details ofLTR-like DTH reaction in BI0.BR murine footpads at 72 h after local injection of2 X 106 SK.1 cell s. A , The epidermis 
shows marked vacuolar degeneration of the basal layer in addition to the cellular infiltrate composed mainl y of lymphocytes. B, A InICroSCOPIC blIster 
is shown and several intraepidermal microabscesses composed predominantly oflymphocytes in a parakeratotic horny laye r. C, N ote the dIsarray and 
the destruction of epidermal cells associated with an extensive infiltrate of lymphocytes. D, A C iva tte body in the basal layer is indicated by a 1"1'0/./1. 
Table III. Lymphokine Production by Allo-Ia-Reactive 
T-Cell Clones Stimulated with Antigen-Bearing Spleen Cells 
Murine Origin Lymphokine Titer" 
of Stimulator 
T-Cell Clone Spleen Cells IFN-y (U/ml) LT (U/ml) 
SK.1 B10.BR 2400 27.9 
B10.D2 0 < 2 
SK.2.18 BI0.BR 2400 14.9 
BI0.D2 0 < 2 
' The supernatants to be tested for IFN-y and L T acti vi ty were obtained by in-
cubating 2 X 10· cloned T cells with 2 X 10· spleen cells fo r 48 h. 
histologic changes induced by SK.l cells were the result of an 
allogeneic response against the injected SK. 1 cells for the follow-
ing 2 reasons: (1) Injected SK.1 cells did not produce an LTR in 
B10. D2 recipients, which are allogeneic to SK.1 cells. (2) In on-
going experiments we have reproduced histologic findings similar 
to those observed here, by injecting self-Ia reactive T-cell clones 
into sygeneic recipients . l1 Moreover, the finding that only 1 of 
the 3 allo- Ia-reactive helper T-cell clones induced epidermotropic 
cellular infiltrates indicates that the infiltrative patterns of leu-
kocytes in skin may depend on the particular T-cell clone that is 
activated. 
It is well known that epidermal cell death (Civatte body for-
mation) and basal vacuolar degeneration (liquefaction) are im-
portant events in L TR [1] . The form er has been considered to 
occur as the result of cell-mediated immune attack on basal 
epidermal cells [1] . Our observation that injected la-reactive T 
cells, activated locally after adoptive transfer, induced histologic 
findings similar to those in L TR, namely vacuolar change and 
cell death, makes it unlikely that the infiltrate of lymphocytes 
described in this paper, or in L TR, is secondary to the death of 
basal cells. Attachment of activated T lymphocytes to basal cells 
may be a critical first step in the pathogenesis of L TR. However, 
electron microscopic studies to demonstrate a localized attach-
ment between activated T lymphocytes and epidermal cells are 
1fShiohara T, Moellmann GE, Jacobson KA , Kuklinska E, Lerner AB: 
Epidermotropic cellular infiltrates induced by local transfer of autoreactive 
cloned T cells. M anuscript in preparation. 
not essential for proving the hypothesis, because such attachment 
is only transient [1 9]. In addition, T lymphocytes actIVated 10c~ lI y 
to release cytotoxic Iymphokines could mduce cell destruction 
without attachment [15] . 
Whether the L TR observed by local transfer of SK.l cells is 
induced exclusively through SK.1 cells actin~ as agressors aga.inst 
basal cells remains to be elucidated . Alternatively, or 111 addition, 
SK.1 cells might stimulate resident cytotoxic T Iymp.hocytes of 
the recipient to proliferate, migrate into the epIdermIS , and d e-
stroy basal cells. We have not ruled out by these experiments the 
possibility that in patients with L TR a lymphocytotoxic process 
may be mediated by T lymphocytes WIth the suppres-
sor/cytotoxic phenotype but not with helper phenotype, as sug-
gested by Gomes et al [4J. 
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Akihiko Tamllra fo r helpfili disCllssio/ls a/ld critical readillg of the //lOlli/script . 
We appreciate the secretarial skil/ of J ack Schreiber. 
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